Supplementary Movie Legends
Movie S1. Individual interaction between CREB and CRE sequence in vitro.
Imaging of TMR-CREB interacting with CRE sequence. Movie speed is real time.
Movie S2. Individual interaction between CREB and κB sequence in vitro.
Imaging of TMR-CREB interacting with κB sequence. Movie speed is real time.
Movie S3. Individual interaction between mutant CREB (R301L) and CRE sequence in vitro.
Imaging of TMR-mutant CREB (R301L) interacting with CRE sequence. Movie speed is real time.
Movie S4. Individual interaction between CREB (L318/325V) and CRE sequence in vitro.
Imaging of TMR-mutant CREB (L318/325V) interacting with CRE sequence. Movie speed is real time.
Movie S5. Dynamics of CREB in the nucleus of living cells.
Imaging of TMR-CREB in a HaloTag-CREB-transfected living cell nucleus. Movie speed is real time. 
FRAP analysis
An inverted epifluorescence microscope (Ti-E, Nikon) with oil-immersion objective (100 x, NA 1.49; Nikon) was used for all experiments. To breach a spot in TMR-CREB expressing cells, 15 s irradiation of 561 nm laser (20 mW; Coherent) was carried out through a pinhole for paraformaldehyde-fixed or living cells. To observe the dynamics of TMR-CREB in living cells, the cell culture dish was mounted on a stage top incubator (Tokai Hit) maintained at 37°C in an environment of humidified 5% CO 2 , 20% O 2 , and 75% N 2 . All fluorescence images were obtained at 1 fps using an EM-CCD (iXon897, Andor Technology) with NIS Element software (Nikon).
